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REMARKS 

Claims 1, 7, 10-15, 17-22 and 24-30 are pending in this application. Claims 1,7, 10- 
15, 17-22 and 24-30 stand rejected under 35 USC § 103(a). 

The Claimed Invention Pending Claims 

The pending claims are drawn to: (1) a method for treating hot flushes, excessive 
perspiration or night sweats in a subject in need thereof, comprising administering to the 
subject a composition comprising a therapeutically effective amount of at least one 
norepinephrine reuptake inhibitor that is not a dual SRI/NRI, such as for example 
desipramine, or pharmaceutical^ acceptable salt thereof; (2) a method for treating hot 
flushes, excessive perspiration or night sweats in a subject in need thereof, comprising 
administering to the subject a composition comprising a therapeutically effective amount 
of at least one norepinephrine reuptake inhibitor that is not a dual SRI/NRI, such as for 
example desipramine, and a serotonin reuptake inhibitor, such as fluoxetine; and (3) a 
method for treating hot flushes, excessive perspiration or night sweats in a subject in 
need thereof, comprising administering to the subject a composition comprising a 
therapeutically effective amount of at least one norepinephrine reuptake inhibitor that is 
not a dual SRI/NRI, such as for example desipramine, and an a2 adrenergic antagonist, 
such as atipamezole. 

Rejections under 35 USC 9 103(a) 

Claims 1, 7, 24-30 

Claims 1, 7, and 24-30 stand rejected under 35 USC § 103(a) as allegedly being 
unpatentable over Stearns, Annals of Oncology, Vol. 11, pp. 17-22, PTO-1449 
("Stearns"), as evidenced by Quella et al., The Journal of Urology, Vol. 162, pp. 98-102, 
PTO-1449 ("Quella") and further in view of Janowsky et al., The Journal of Clinical 
Psychiatry, Vol. 45, No. 10, Sec. 2, pp. 3-7, PTO-1449 ("Janowsky.") 

Stearns is cited by the Office as allegedly teaching (a) "hot flashes are also 
accompanied by co-existing symptoms, including depression, nervousness, agitation, 
insomnia, and inability to concentrate, which symptoms can also exacerbate hot flashes; 
(b) compounds for the treatment of depression, such as paroxetine HCI, are effective in 
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treating hot flashes; and (c) the SSRI/NRI venlafaxine HCI reduced the frequency of hot 
flashes in men on androgen-blockage therapy (Office action, p. 3, lines 1-15). 

Quella is cited by the Office as teaching that "venlafaxine hydrochloride is an 
antidepressant that inhibits serotonin and norepinephrine uptake," (Office action, p. 3, 
lines 18-20.) Janowsky is cited by the Office as teaching that "desipramine is a novel 
antidepressant useful in the treatment of panic attack, bulimia, and enuresis," (Office 
action, p. 4, lines 1-3.). The Office admits that "Stearns does not specifically teach 
administration of norepinephrine reuptake inhibitor, desipramine in the treatment of hot 
flashes," (Office action, p. 3, lines 21-22.) 

The Office contends that it would have been obvious for one skilled in the art to 
administer a compound "such as desipramine for the treatment of depression, panic 
attack occurring as a co-symptom of hot flashes and/or menopause, as taught by 
Stearns, with the expectation of providing a treatment capable of alleviating the co- 
symptoms of hot flashes and/or menopause to lessen the severity of the hot flashes." 
Applicants traverse. 

The invention as claimed provides for treating hot flashes by administering a NRI that 
is not a dual SRI/NRI. The invention as claimed does not provide for treating depression 
as an alleged co-symptom of menopause, nor for treating other alleged co-symptoms of 
hot flash. The Office action erroneously equates the treatment of depression to the 
treatment of hot flash. One skilled in the art at the time of filing of the instant application 
would not have been motivated to use desipramine, nor would have predicted that 
desipramine would be effective in attenuating hot flush. At the time of filing of the instant 
application, the state of the art regarded desipramine as a tricyclic antidepressant that 
attenuates hypothermia, which teaches away from using desipramine to attenuate a 
hyperthermia such as e.g. hot flush. Bill et al. ("The effects of acute and chronic 
desipramine on the thermogenic and hypoactivity responses to a 2 -agonists in 
reserpinized and normal mice," Br. J. Pharmacol. (1989), 96, 144-152 ("Bill")) teaches 
that desipramine (a) "markedly reduced the rate of onset of [reserpine-induced] 
hypothermia in a dose-dependent manner," (Bill at p. 147, col. 1, para. 5, lines 1-8) and 
(b) "produced a slight attenuation of the hypothermic responses to all doses of the [a 2 - 
adrenergic receptor] agonist [UK-1 4,304]," (Bill at p. 147, col. 2, para. 5, lines 2-4.) 
Additionally, Minor et al. ("Adaptive changes in alpha-2 adrenoceptor mediated 
responses: analgesia, hypothermia and hypoactivity," Pharmacol. Toxicol. Aug; 65(2): 
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143-51 ("Minor") teach that "[c]lonidine- and guanfacine-induced hypothermia was 
attenuated by chronic administration with [desipramine]," (Minor at abstract.) Upon 
reading Bill and/or Minor, one of ordinary skill in the art could not have predicted that 
desipramine would be effective in reducing hot flush since the art teaches away from 
using desipramine to reduce temperature. Bill and Minor are submitted along with this 
response in a supplemental IDS. 

In view of the foregoing evidence and arguments, Applicants submit that the 
combination of Stearns, as evidenced by Quella, and Janowsky, fails to teach, motivate 
or suggest the invention as claimed and therefore does not render claims 1 , 7, and 24- 
30 obvious. Accordingly, Applicants request the Office to withdraw the rejection of 
claims 1 , 7, and 24-30 under 35 U.S.C. § 103(a) over Stearns as evidenced by Quella in 
view of Janowski. 

Claim 22 

Claim 22 stands rejected under 35 U.S.C. § 103(a) over Stearns in view of Janowski, 
and in further view of Gould, International Journal of Pharmaceutics, 33 (1986), pp. 201 - 
217; PTO-892 ("Gould") The Examiner cites Gould for teaching hydrochloride salts of 
drugs. Applicants respectfully traverse the rejection. 

Claim 22 depends from claim 1 and specifies that the pharmaceutical^ acceptable 
salt is an acid addition salt. Even if properly combinable (and applicants are not 
conceding that the references are properly combinable), applicants submit that Gould 
does not remedy the deficiencies of the combined teachings of Stearns and Janowsky. 
Therefore, the combination of Stearns, Janowsky, and Gould does not render claim 22 
obvious. Accordingly, Applicants request the Office to withdraw the rejection of claim 22 
under 35 U.S.C. 5 103(a) over Stearns in view of Janowski and Gould. 

Claims 10-12 

Claims 10-12 stand rejected under 35 U.S.C. 5 103(a) over Stearns in view of 
Janowsky and in further view of WO 99/44601 ("Hunter "). Applicants respectfully 
traverse the rejection. 

Claims 10-12 depend from claim 1 and specify that the method further includes the 
administration of an SRI or a pharmaceutical^ acceptable salt thereof. Even if properly 
combinable (and Applicants are not conceding that the references are properly 
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combinable), Applicants submit that Hunter does not remedy the deficiencies of the 
combined teachings of Stearns and Janowsky. Therefore, the combination of Stearns, 
Janowsky and Hunter does not render claims 10-12 obvious. Accordingly, Applicants 
request the Office to withdraw the rejection of claim 10 to 12 under 35 U.S.C. § 103(a) 
over Stearns in view of Janowsky in further view of Hunter. 

Claims 13-15 and 17-21 

Claims 13-15 and 17-21 stand rejected under 35 U.S.C. § 103(a) over Stearns in view 
of Janowsky in further view of French, Pharmac. Ther., Volume 68, Number 2, pages 
175 to 208, 1995 ("French"). Applicants respectfully traverse the rejection. 

Claims 3-15 and 17-21 depend from claim 1 and specify that the method further 
includes the administration of an adrenergic^ receptor antagonist or a pharmaceutical^ 
acceptable salt thereof. Even if properly combinable (and applicants are not conceding 
that the references are properly combinable), applicants submit that French does not 
remedy the deficiencies of the combined teachings of Stearns and Janowsky. Therefore, 
the combination of the Stearns, Janowsky, and French does not render claims 3-15 and 
17-21 obvious. Accordingly, applicants request the Office to withdraw the rejection of 
claims 3-15 and 17-21 under 35 U.S.C. 5 103(a) over Stearns reference in view of 
Janowsky in further view of French. 

Double Patenting 

Claims 1 , 7, 22 and 24-30 are provisionally rejected on the grounds of nonstatutory 
obviousness-type double patenting over claims 1, 4-6 and 13-22 of co-pending U.S. 
Application No. 10/685,974. Applicants request that this rejection be held in abeyance 
until the identification of otherwise allowable subject matter. 

Claims 1, 7, 13-15, 17, 19, 22 and 24-30 are provisionally rejected on the grounds of 
nonstatutory obviousness-type double patenting over claims 1-12 and 15-19 of 
copending U.S. Application No. 10/962,897. Claims 2-5 are canceled, rendering the 
provisional rejection of those claims moot. Applicants request that this rejection be held 
in abeyance until the identification of otherwise allowable subject matter. 
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CONCLUSION 

In view of the foregoing, Applicant believes that all rejections have been overcome 
and claims 1, 7, 10-15, 17-22 and 24-30 are in a condition for allowance. The Examiner 
is invited to call the undersigned agent to discuss any remaining issues. 



Respectfully submitted, 



/Joseph E. Zahner/ 



Joseph E. Zahner 
Agent for Applicant 
Reg. No. 48,224 
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Patent Law Department 
Five Giralda Farms 
Madison, NJ 07940 
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